FBN1 mutations causing severe and early-onset Marfan syndrome (MFS) cluster in exons 24 32. Here, we report the case of a male patient with early-onset MFS who was born with arachnodactyly, annuloaortic ectasia (AAE), and aortic regurgitation (AR). At 4 years of age, he presented with progressive AAE and severe AR and was referred to our hospital. He immediately underwent David procedure. The DNA sequencing of FBN1 identified a previously reported de novo mutation in the splicing donor site of intron 29 [IVS29 1G A], and transcript analyses revealed that this mutation had mediated an in-frame skipping of exon 29. Currently, the pathogenic mechanisms underlying MFS are classified as dominant-negative effect or haploinsufficiency of FBN1. However, splicing mutations can be associated with both mechanisms and require qualitative and quantitative analyses of the gene products. The severe aortic phenotype in our case appeared to be affected by the location (FBN1 exon 29) and the type of mutation (splicing mutation).
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24 The patient s aneurysm satisfied all the criteria for adults and children.
